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Claims: 

A complete set of all claims previously submitted, including the status for each claim, 
immediately follows below. 

l.-167.(Cancelled) 

168. (Previously added) A pharmaceutical composition comprising a compound of Formula I: 



V 




Formula I 

wherein: 

V, W and W are independently selected from the group consisting of hydrogen, alkyl, 
aralkyl, alicyclic, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 
1-alkynyl; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group 
containing 5-7 atoms, wherein the cyclic group optionally contains one heteroatom and is 
substituted with a hydroxy, acyloxy, alkoxycarbonyloxy, or aryloxycarbonyloxy group attached 
to a carbon atom that is three atoms away from both oxygen atoms that are attached to the 
phosphorus atom; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group 
wherein the cyclic group optionally contains one heteroatom, and is fused to an aryl group, at the 
beta and gamma position to the oxygen attached to the phosphorus; or 
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together V and W are connected via an additional three carbon atoms to form an 
optionally substituted cyclic group containing six carbon atoms and is optionally substituted with 
one substituent selected from the group consisting of hydroxy, acyloxy, alkoxycarbonyloxy, 
alkylthiocarbonyloxy, and aryloxycarbonyloxy groups, wherein such substituent is attached to 
one of said carbon atoms that is three atoms away from an oxygen attached to the phosphorus 
atom; or 

together Z and W are connected via an additional 3-5 atoms to form a cyclic group, 
optionally containing one heteroatom, and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; 

together W and W are connected via an additional 2-5 atoms to form a cyclic group, 
optionally containing 0-2 heteroatoms, and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; or 

Z is selected from -CHR^OH, -CHR^OC(0)R^ -CHR^OC(S)R^ -CHR^0C(S)0R\ 
-CHR'OC(0)SR^ -CHR^0C02R^ -OR^ , -SR^ -CHR^Ns, -CH2(aryl), -CH(aryI)OH, 
-CH(CH-CR^2)0H, -CH(C^CR')0H, -R^ , -NR^2, -OC(0)R^ -0C02R\ -SC(0)R^ 
-SC02R^ -NHC(0)R^ -NHCO2R', -CH2NH(aryl), -(CH2)pOR'^ and -(CH2)pSR*^ 

R is selected from the group consisting of R and hydrogen; 

R^ is selected from the group consisting of alkyl, aryl, alicyclic, and aralkyl; 

R'^ is selected from the group consisting of hydrogen, and lower acyl; and 

p is an interger 2 or 3; 

with the provisos that: 

a) V, Z, W, and W are not all hydrogen; and 

b) when Z is -R^, then at least one of V, W, and W is not hydrogen, alkyl, 
aralkyl, or alicyclic; and 

2- ^ d 

M is selected from the group that, attached to PO3 , P2O6 , or P3O9 , is biologically 
active in vivo and that is attached to the phosphorus atom in Formula I via a carbon, oxygen, or 
nitrogen atom, with the proviso that M-POa^" is not an FBPase inhibitor; 

wherein said compound of Formula I is converted to MPO3H2 by human liver 
microsomes; 
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pharmaceutically acceptable salts of Formula I; 
and a pharmaceutically acceptable excipient. 

169. (Previously Amended) The pharmaceutical composition of claim 168, wherein MH is 
9-(2-phosphonylmethoxyethyl)adenine (PMEA) or analogues thereof. 

170. (Previously Amended) The pharmaceutical composition of claim 168, wherein MH is 
9-(2-phosphonylmethoxyethyl)adenine (PMEA). 

171. (Previously Amended) The pharmaceutical composition of claim 168, wherein MH is 
selected from penciclovir, 3TC, ACV, PMPA, araC, ribavirin, fludarabine, and 5-f[uoro-2'- 
deoxyuridine. 

172. (Previously Amended) The pharmaceutical composition of claim 168, wherein MH is 
radiolabelled 2'-deoxy-5-Iodouridine. 

173. (Previously Amended) The pharmaceutical composition of claim 172 wherein MH is 
2'-deoxy-5-^^^I-iodouridine. 

174. (Previously Amended) The pharmaceutical composition of claim 168, wherein V is 
selected from the group consisting of aryl, substituted aryl, heteroaryl, and substituted heteroaryl. 

175. (Previously Amended) The pharmaceutical composition of claim 168, wherein the 
prodrug is in the cis configuration. 
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176. (Previously Amended) The pharmaceutical composition of claim 174, wherein the 
prodrug is in the cis configuration. 

177. (Previously Amended) The pharmaceutical composition of Claim 171, wherein MH is 
araC and V is a heteroaryl group. 

178. (Previously Amended) The pharmaceutical composition of claim 177, wherein V is 4- 
pyridyl. 

179. (Previously Amended) The pharmaceutical composition of claim 172 wherein MH is 
2'-deoxy-5-^^^I-iodouridine. 

180. (Previously added) A pharmaceutical composition comprising a compound of Formula I: 

V 

O— 

M 

O— 
W 

Formula I 

wherein: 

V, W and W are independently selected from the group consisting of hydrogen, alkyl, 
aralkyl, alicyclic, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 
1-alkynyl; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group 
containing 5-7 atoms, wherein the cyclic group optionally contains one heteroatom and is 
substituted with a hydroxy, acyloxy, alkoxycarbonyloxy, or aryloxycarbonyloxy group attached 
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to a carbon atom that is three atoms away from both oxygen atoms that are attached to the 
phosphorus atom; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group 
wherein the cyclic group optionally contains one heteroatom, and is fused to an aryl group, at the 
beta and gamma position to the oxygen attached to the phosphorus; or 

together V and W are connected via an additional three carbon atoms to form an 
optionally substituted cyclic group containing six carbon atoms and is optionally substituted with 
one substituent selected from the group consisting of hydroxy, acyloxy, alkoxycarbonyloxy, 
alkylthiocarbonyloxy, and aryloxycarbonyloxy groups, wherein such substituent is attached to 
one of said carbon atoms that is three atoms away from an oxygen attached to the phosphorus 
atom; or 

together Z and W are connected via an additional 3-5 atoms to form a cyclic group, 
optionally containing one heteroatom, and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; 

together W and W are connected via an additional 2-5 atoms to form a cyclic group, 
optionally containing 0-2 heteroatoms, and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; or 

Z is selected from -CHR^OH, -CHR^OC(0)R^ -CHR^0C(S)R\ -CHR^0C(S)0R^ 
-CHR^OC(0)SR^ -CHR'0C02R^ -OR^ , -SR^ -CHR^Ns, -CH2(aryl), -CH(aryl)OH, 
-CH(CH=CR'2)0H, -CH(C^CR^)0H, -R' , -NR^2, -OC(0)R^ -0C02R^ -SC(0)R^ 
-SC02R^ -NHC(0)R^ -NHCO2R', -CH2NH(aryl), -(CH2)pOR*^ and -(CH2)pSR*'; 

R is selected from the group consisting of R and hydrogen; 

R^ is selected from the group consisting of alkyl, aryl, alicyclic, and aralkyl; 

R'^ is selected from the group consisting of hydrogen, and lower acyl; and 

p is an interger 2 or 3; 

with the provisos that: 

a) V, Z, W, and W are not all hydrogen; and 

b) when Z is -R^, then at least one of V, W, and W is not hydrogen, alkyl, 
aralkyl, or alicyclic; and 
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M is selected from the group that, attached to PO3 , P206'^', or P309'^", is biologically 
active in vivo and that is attached to the phosphorus atom in Formula I via a carbon atom, with 
the proviso that MPOi^' is not an FBPase inhibitor; 

wherein said compound of Formula I is converted to MPO3H2 by human liver 
microsomes; 

pharmaceutically acceptable prodrugs and salts of Formula I; 
and a pharmaceutically acceptable excipient. 

181. (Previously added) A pharmaceutical composition comprising a compound of Formula I: 

V 

O— 

M 

O— 

W 

Formula I 

wherein: 

V, W and W are independently selected from the group consisting of hydrogen, alkyl, 
aralkyl, alicyclic, aryl, substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 
1-alkynyl; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group 
containing 5-7 atoms, wherein the cyclic group optionally contains one heteroatom and is 
substituted with a hydroxy, acyloxy, alkoxycarbonyloxy, or aryloxycarbonyloxy group attached 
to a carbon atom that is three atoms away from both oxygen atoms that are attached to the 
phosphorus atom; or 
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together V and Z are connected via an additional 3-5 atoms to form a cyclic group 
wherein the cyclic group optionally contains one heteroatom, and is fused to an aryl group, at the 
beta and gamma position to the oxygen attached to the phosphorus; or 

together V and W are connected via an additional three carbon atoms to form an 
optionally substituted cyclic group containing six carbon atoms and is optionally substituted with 
one substituent selected from the group consisting of hydroxy, acyloxy, alkoxycarbonyloxy, 
alkylthiocarbonyloxy, and aryloxycarbonyloxy groups, wherein such substituent is attached to 
one of said carbon atoms that is three atoms away from an oxygen attached to the phosphorus 
atom; or 

together Z and W are connected via an additional 3-5 atoms to form a cyclic group, 
optionally containing one heteroatom, and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; 

together W and W are connected via an additional 2-5 atoms to form a cyclic group, 
optionally containing 0-2 heteroatoms, and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; or 

Z is selected from -CHR^OH, -CHR^OC(0)R^ -CHR^OC(S)R^ -CHR^OC(S)OR^ 
-CHR^OC(0)SR^ -CHR^0C02R^ -OR^ , -SR^ -CHR^Na, -CH2(aryl), -CH(aryl)OH, 
-CH(CH=CR^2)0H, -CH(C^CR^)OH, -R^ , -NR'2, -OC(0)R^ -0C02R\ -SC(0)R^ 
-SCOaR^ -NHC(0)R^ -NHC02R^ -CH2NH(aryl), -(CH2)pOR*^ and -(CH2)pSR*^; 

R is selected from the group consisting of R and hydrogen; 

R"^ is selected from the group consisting of alkyl, aryl, alicyclic, and aralkyl; 

R*^ is selected from the group consisting of hydrogen, and lower acyl; and 

p is an interger 2 or 3; 

with the provisos that: 

a) V, Z, W, and W are not all hydrogen; and 

b) when Z is -R^, then at least one of V, W, and W is not hydrogen, alkyl, 
aralkyl, or alicyclic; and 
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M is selected from the group that, attached to PO3 ^lO^ ', or P^Og^', is biologically 
active in vivo and that is attached to the phosphorus atom in Formula I via an oxygen atom, with 
the proviso that MPOa^" is not an FBPase inhibitor; 

v^herein said compound of Formula I is converted to MPO3H2 by human liver 
microsomes; 

pharmaceutically acceptable prodrugs and salts of Formula I; 
and a pharmaceutically acceptable excipient. 

1 82. (Previously added) A pharmaceutical composition comprising a compound of Formula I: 

V 

O 

M 

O 

w w 

Formula I 

wherein: 

V, W and W are independently selected from the group consisting of hydrogen, alkyl, 
aralkyl, alicyclic, aryl, substituted aryl, heteroaryl, substituted heteroaryl, ,l-alkenyl, and 
1-alkynyl; or 

together V and Z are connected via an additional 3-5 atoms to form a cyclic group 
containing 5-7 atoms, wherein the cyclic group optionally contains one heteroatom and is 
substituted with a hydroxy, acyloxy, alkoxycarbonyloxy, or aryloxycarbonyloxy group attached 
to a carbon atom that is three atoms away from both oxygen atoms that are attached to the 
phosphorus atom; or 
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together V and Z are connected via an additional 3-5 atoms to form a cyclic group 
wherein the cyclic group optionally contains one heteroatom, and is fused to an aryl group, at the 
beta and gamma position to the oxygen attached to the phosphorus; or 

together V and W are connected via an additional three carbon atoms to form an 
optionally substituted cyclic group containing six carbon atoms and is optionally substituted v^ith 
one substituent selected from the group consisting of hydroxy, acyloxy, alkoxycarbonyloxy, 
alkylthiocarbonyloxy, and aryloxycarbonyloxy groups, v^herein such substituent is attached to 
one of said carbon atoms that is three atoms away from an oxygen attached to the phosphorus 
atom; or 

together Z and W are connected via an additional 3-5 atoms to form a cyclic group, 
optionally containing one heteroatom, and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; 

together W and W are connected via an additional 2-5 atoms to form a cyclic group, 
optionally containing 0-2 heteroatoms, and V must be aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl; or 

Z is selected from -CHR^OH, -CHR^OC(0)R^ -CHR^OC(S)R^ -CHR^OC(S)OR^ 
-CHR^OC(0)SR^ -CHR^OCOjR^ -OR^ , -SR^ -CHR^Na, -CH2(aryl), -CH(aryl)OH, 
-CH(CH=CR^2)0H, -CH(C^CR2)0H, -R^ , -NR^2, -OC(0)R^ -0C02R^ -SC(0)R^ 
-SC02R^ -NHC(0)R^ -NHC02R^ -CH2NH(aryl), -(CH2)pOR^', and -(CH2)pSR^^; 

R is selected from the group consisting of R and hydrogen; 

R^ is selected from the group consisting of alkyl, aryl, alicyclic, and aralkyl; 

R is selected from the group consisting of hydrogen, and lower acyl; and 

p is an interger 2 or 3; 

with the provisos that: 

a) V, Z, W, and W are not all hydrogen; and 

b) when Z is -R^, then at least one of V, W, and W is not hydrogen, alkyl, 
aralkyl, or alicyclic; and 
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M is selected from the group that, attached to PO3 P206"^', or PaOg"*', is biologically 
active in vivo and that is attached to the phosphorus atom in Formula I via a nitrogen atom, with 
the proviso that MPOs^* is not an FBPase inhibitor; 

wherein said compound of Formula I is converted to MPO3H2 by human liver 
microsomes; 

pharmaceutically acceptable prodrugs and salts of Formula I; 
and a pharmaceutically acceptable excipient. 



183. (Previously amended) A pharmaceutical composition comprising a compound of 
Formula I: 



V 




W W 



Formula I 

wherein: 

W and W are independently selected from the group of alkyl, aralkyl, alicyclic, aryl, 
substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1-alkynyl; 

V is selected from the group of aryl, substituted aryl, heteroaryl, substituted heteroaryl, 
alkynyl and 1-alkenyl; 

Z is selected from -CHR^OH, -CHR^OC(0)R^ -CHR^OC(S)R^ -CHR^OC(S)OR^ 
-CHR^0C(0)SR\ -CHR^0C02R^ -OR^ , -SR^ -CHR^Na, -CHsCaryl), -CH(aryl)OH, 
-CH(CH=CR22)0H, -CH(C^CR^)0H, -R^ , -NR^a, -0C(0)R\ -OCOjR^ -SC(0)R\ 
-SC02R^ -NHC(0)R^ -NHC02R\ -CH2NH(aryl), -(CH2)pOR^^ and -(CH2)pSR*^ or 
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together V and Z are connected via 3-5 atoms to form a cyclic group, optionally 
containing 1 heteroatom, that is fused to an aryl group at the beta and gamma position to the 
oxygen attached to the phosphorus; 

p is an integer 2 or 3; 

is selected from the group of R^ and -H; 

R IS selected from the group of alkyl, aryl, alicyclic, and aralkyl; 

R*^ is selected from the group consisting of hydrogen, and lower acyl; and 

M is selected from the group that, attached to PO3 , P2O6 , or P3O9 , is biologically 
active in vivo and that is attached to the phosphorus atom in Formula I via a carbon, oxygen, or 
nitrogen atom; 

wherein said compound of formula I is converted to MPO3H2 by human liver 
microsomes, with the proviso that M-POi^' is not an FBPase inhibitor; 
pharmaceutically acceptable prodrugs and salts of Formula I; 
and a pharmaceutically acceptable excipient. 



1 84. (Previously amended) A pharmaceutical composition comprising a compound of Formula 




Formula I 

wherein: 

V, W and W are independently selected from the group of-H, alkyl, aralkyl, alicyclic, 
aryl, substituted aryl, heteroaryl, substituted heteroaryl, 1-alkenyl, and 1-alkynyl; 
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Z is selected from the group of: -CHR^OH, -CHR^OC(0)R^ -CHR^OC(S)R^ 
-CHR^OCOs R^ -CHR^OC(0)SR^ -CHR^OC(S)OR^ -CH(aryl)OH, -CH(CH=CR^2)0H, 
-CH(C=CR^)OH, -SR\ -CH2NHaryl, -CH2 aryl; or 

together V and Z are connected via 3-5 carbon atoms to form a cyclic group, optionally 
containing heteroatom, substituted with hydroxy, acyloxy, alkoxycarbonyloxy, or 
aryloxycarbonyloxy attached to a carbon atom that is three atoms from an oxygen attached to 
phosphorus; 

R^ is selected from the group of R"^ and H; 

■J 

R is selected from the group of alkyl, aryl, alicyclic, and aralkyl; and 

M is selected from the group that, attached to PO3 , P2O6 , or P3O9 , is biologically 

active in vivo and that is attached to the phosphorus atom in Formula I via a carbon, oxygen, or 

nitrogen atom; 

wherein said compound of formula I is converted to MPO3H2 by human liver 
microsomes, with the proviso that M-POa^" is not an FBPase inhibitor 
pharmaceutically acceptable prodrugs and salts of Formula I; 
and a pharmaceutically acceptable excipient. 

185. (Previously amended) A pharmaceutical composition comprising a compound of 
Formula VIII: 




VIII 



wherein: 

Z' is selected from the group of -OH, -OC(0)R^ -0C02R^ and -OC(0)SR^; 
D"^ and are independently selected from the group of-H, alkyl, -OR^, -OH, and 
-OC(0)R^ with the proviso that at least one ofD"* and are -H: 
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2 3 

R is selected from the group of R and H; 

R^ is selected from the group of alkyl, aryl, alicyclic, and aralkyl; and 

M is selected from the group that, attached to PO3 , P206^", or PsOg"*", is biologically 

active in vivo and that is attached to the phosphorus atom in Formula I via a carbon, oxygen, 

nitrogen atom; 

wherein said compound of formula I is converted to MPO3H2 by human liver 
microsomes, with the proviso that M-POs^" is not an FBPase inhibitor; 

and pharmaceutically acceptable prodrugs and salts of Formula VIII; 
and a pharmaceutically acceptable excipient. 
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REMARKS 



Claims 168-185 have previously been allowed. The Applicants herewith submit a 
Supplemental Information Disclosure Statement for the Examiner's consideration. 

The Applicants believe that the Application is in condition for allowance, and such action 
is respectfully requested at the Examiner's earliest convenience 



PAUL, HASTINGS, JANOFSKY & WALKER LLP 
3579 Valley Centre Drive 
San Diego, CA 92130 
Telephone: (858) 720-2500 
Facsimile: (858) 720-2555 



Respectfully submitted, 




Diana L. Bush, Esq., Ph.D. 
Reg. No. 51,109 
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